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Dear Dr. Hashim: 

Further to our conversation on the 29th of November this is to give you notice of a research 
project which is new for my program and for which operating funds are requested. I would be 
grateful if you would send me the appropriate forms for notification of intent to submit a 
proposal. 

Our work in the past has dealt with elucidating the physiological mechanism of actomyosin 
crossbridge cycling in airway smooth muscle. We have also conducted studies of the pathogenesis 
of asthma by conducting studies of the early asthmatic response in a canine model of allergic 
bronchospasm. We have reported that the airway smooth muscle changes it’s mechanical 
properties and shortens to a greater extent than control muscle and also shortens more rapidly. 

In the vast majority of cases by the time a patient of asthma arrives at the clinic he/she is 
suffering from what is clinically chronic asthma. Unlike our model of acute bronchospasm, 
where we have shown there is no hypertrophy nor hyperplasia of the muscle and no evidence of 
inflammation and selling, in chronic asthma all these features are very markedly developed. The 
limitation to airflow in the chronic asthma (usually in the delayed asthma attack) is thus caused 
by narrowing of the lumen resulting from wall thickening. In the past it has been assumed the 
hypertrophied and/or hyperplastic muscle further narrowed the airway by constriction. However 
no evidence existed to support the idea that such muscles retained normal contractility. 

The determination of which is the predominant factor in causing airway narrowing is very 
important from the point of view of clinical management of the 10 million asthmatics that exist in 
the USA and the one million or so that exist in Canada. If thickening is the major fact then 
steroids are the treatment of choice, where as if contractility is maintained then bronchodilators 
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